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DETAILED ACTION 

Claims 60, 62, and 65-91 are pending. 

Applicant's traversal filed on 6/6/06 is acknowledged and considered by the examiner. 

Priority 

Applicant has not complied with one or more conditions for receiving the benefit of an 
earUer filing date under 35 U.S.C. 120 as follows: 

The later-filed application must be an application for a patent for an invention which is 
also disclosed in the prior application (the parent or original nonprovisional application or 
provisional application); the disclosure of the invention in the parent application and in the later- 
filed application must be sufficient to comply with the requirements of the first paragraph of 35 
U.S.C. 112, See Transco Products, Inc. v. Performance Contracting, Inc., 38F.3d551,32 
USPQ2d 1077 (Fed. Cir. 1994). 

Instant claims 60, 62, and 65-91 are unsupported under 35 U.S.C. 112, first paragraph, as 
failing to comply with the 112 first paragraph written description. 

The original specificafion (09/204,254 filed 12/3/98, now US 6,369,039) did not disclose 
making and using a medical device comprising a biocompatible structure carrying a genetic 
material, said biocompatible structure comprising an angiogenic agent selected from acidic 
fibroblast growth factor, basic fibroblast growth factor, vascular growth factor, epidermal growth 
factor, transforming growth factor alpha and beta, platelet-derived growth factor, and platelet- 
derived growth factor. However, the list set forth in the new claims does not include all of the 
products listed in the specification that are considered angiogenic agents (e.g., hif-1). The 
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specification does not disclose the subgenus set in the new claims and claims dependent 
therefrom. Thus, nothing in the specification would lead one to the particular combination set 
forth in the amended and claims dependent therefrom and new claims. "It is not sufficient for 
purposes of the written description requirement of Section 1 12 that the disclosure, when 
combined with the knowledge in the art, would lead one to speculate as to modifications that the 
inventor might have envisioned, but failed to disclose." Lockwood v. American Airlines Inc., 41 
USPQ2d 1961, 1966 (CAFC 1997). 

Thus, the instant claims 60, 62, and 65-91 in the application do not enjoy priority to 
application '254 filed on 12/3/98. 

Applicant's arguments filed 6/6/06 have been fully considered but they are not 
persuasive. 

In response to applicant's argument that support for claim 71 can be found on col 5. line 
66 of the 6,369,039 patent (US 09/204,254), the argument is not found persuasive because while 
it is acknowledged that acidic or basic fibroblast growth factor is Usted in col, 5, line 66, the 
limitation is directed to either acidic or basic fibroblast growth factor or DNA encoding acidic or 
basic fibroblast growth factor. The Umitation does not embrace using an acidic or basic 
fibroblast growth factor and DNA encoding either factor. There is nothing in the specification of 
'039 to lead the skilled artisan to using both in the medical device. 

In response to applicant's argument that support for claim 72 can be found on col 5. lines 
66-67 of the '039 patent, the argument is not found persuasive because while it is acknowledged 
that vascular endotheUal growth factor is Usted in col. 5, lines 66-67, the limitation is directed to 
either vascular endothelial growth factor (VEGF) or DNA encoding VEGF. The limitation does 
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not embrace using a VEGF growth factor and DNA encoding VEGF. There is nothing in the 
specification of '039 to lead the skilled artisan to using both in the medical device. 

In response to applicant's argument that support for claim 73 can be found on col. 6. line 
2 of the '039 patent, the argument is not found persuasive because while it is acknowledged that 
platelet derived growth factor (PDGF) is listed in col. 6, line 2, the limitation is directed to PDGF 
or DNA encoding PDGF. The limitation does not embrace using a PDGF and nucleic acid 
encoding PDGF. There is nothing in the specification of '039 to lead the skilled artisan to using 
both in the medical device. 

In response to applicant's argument that support for claim 74 can be found on col. 6. line 
1 of the '039 patent, the argument is not found persuasive because while it is acknowledged that 
platelet derived endothelial growth factor (PDEGF) is listed in col. 6, line 1, the limitation is 
directed to PDEGF or DNA encoding PDEGF. The limitation does not embrace using a PDEGF 
and nucleic acid encoding PDEGF. There is nothing in the specification of '039 to lead the 
skilled artisan to using both in the medical device. 

In response to applicant's argument that support for claim 75 can be found on col. 5. lines 
66-67 of the '039 patent, the argument is not found persuasive because while it is acknowledged 
that epidermal growth factor (EGF) is listed in col 5, lines 66-67, the limitation is directed to 
EGF or DNA encoding PDEGF. The limitation does not embrace using an EGF and nucleic acid 
encoding EGF. There is nothing in the specification of '039 to lead the skilled artisan to using 
both in the medical device. 

In response to applicant's argument that support for claim 76 can be found on col. 5. line 
67 to col. 6, line 1 of the '039 patent, the argument is not found persuasive because while it is 
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acknowledged that transforming growth factor alpha or beta (TGF-alpha or TGF-beta) is listed in 
col. 5, lines 67 to col. 6, line 1, the Hmitation is directed to TGF-alpha or beta or DNA encoding 
TGF-alpha or beta. The limitation does not embrace using TGF-alpha or beta and nucleic acid 
encoding TGF-alpha or beta. There is nothing in the specification of '039 to lead the skilled 
artisan to using both in the medical device. 

In response to appUcant's argument that none of the case law cited by applicant is 
appropriate because there is exact support in the specification for the recited angiogenic agents, 
the argument is not found persuasive because there is no exact support in the specification of 
'254 for the claimed method. Application '254 does not specifically recite making and/or using 
a medical device comprising an angiogenic agent (angiogenic protein) and a vector comprising a 
nucleic acid encoding an angiogenic agent. Furthermore, the applicant did not disclose using a 
list of angiogenic agents excluding hif-1, NOS and any other angiogenic agent listed in the 
instant specification from the subgenus listed in the instant claims. 



Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S. C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 60, 62, and 65-91 remain rejected under 35 U.S.C. 112, first paragraph, as failing 
to comply with the written description requirement. The claim(s) contains subject matter, which 



was not described in the specification in such a way as to reasonably convey to one skilled in the 
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relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. 

New Matter rejection: 

Amended claims 60 and 62 and claims 65-91 filed on 2/1/06/04 introduce new subject 
matter into the application. 

With respect to the limitation 'a therapeutic agent, wherein said therapeutic agent is an 
angiogenic agent and a vector containing a polynucleotide that established a gene expression 
sufficient to produce a therapeutically sufficient amount of one or more products encoded by said 
polynucleotide, wherein said polynucleotide encodes a polypeptide or protein, wherein said 
polypeptide or protein is an angiogenic agent' in amended claims 60 and 62 and claims 
dependent therefrom, the original specification did not disclose the limitation. The asserted 
support cited for the limitation in the claims does not provide support for the limitation. Page 18, 
lines 18-22 is directed to the angiogenic agents listed in the dependent claims. However, the 
specification discloses that either the first or the second polynucleotide or both encode the 
angiogenic agents. There is no disclosure in the specification of an angiogenic agent and a 
polynucleotide encoding an angiogenic agent. In addition, page 17, line 20 through page 18, line 
16 lists several angiogenic agents that are excluded from the instant claims. The instant 
specification does not disclose the subgenus set forth in the new claims. It is apparent that the 
applicants at the time the invention was made did not intend or contemplate making and/or using 
the medical device set forth in the amended claims and newly added claims as part of the 
disclosure of their invention. There is no evidence in the specification that the applicants were 
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possession of the medical device as set forth in the newly filed claims and amended claims, as it 
is now claimed, at the time the application was filed. 

Applicant's arguments filed 6/6/1/06 have been fully considered but they are not 
persuasive for the reasons set forth under priority. 

In response to applicant's argument that original claim 26 provide support for the instant 
claims because claim 26 described a first therapeutic agent that is a genetic material and a second 
therapeutic agent that is a non-genetic material, the argument is not found persuasive for the 
reasons of record and was already in the previous office action. See page 6 of office action 
mailed on 3/6/06. 

In response to applicant's argument that original claim 26 provide support for the instant 
claims because claim 33 described both the first therapeutic agent and second therapeutic agent 
cause the production of an angiogenic agent, the argument is not found persuasive for the reasons 
of record and was already in the previous office action. See page 6 of office action mailed on 
3/6/06. 

Applicant's argues that the Written Description Guidelines issued by the USPTO clearly 
state that "there is no in haec verba requiremenf to satisfy written description and that newly 
added claim limitations can be supported through "express, implicit, or inherent disclosure." See 
Guidelines for the Examination of Patent Application Under 35 USC 1 12 paral, "Written 
Description" Requirement (Fed. Reg. Vol 66, No. 4, January 5, 2001, page 13. 

Applicant's argument is not found persuasive because while it is acknowledged that there 
is not implicit requirement to satisfy written description, there is no guidance in the specification 
for one of ordinary skill in the art to make and use a medical device comprising a nucleic acid 
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encoding an angiogenic agent and an angiogenic agent. When an explicit limitation in a claim 
"is not present in the written description whose benefit is sought it must be shown that a person 
of ordinary skill in the art would have understood, at the time the patent application was filed, 
that the description requires the limitation." Hyatt v. Boone, 146 F.3d 1348, 1353, 47 USPQ2d 
1128, 1131 (Fed. Cir. 1998). 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v, John Deere Ca, 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue, 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

Claims 60, 62, 65, 67, 68, 69, 71, 72, 73, 75, 77-80, 82-84, 86, 87, 88, 90, and 91 remain 
rejected under 35 U.S.C. 103(a) as being unpatentable over Roth (US 5,879,713) taken with 
Crystal et al. (US 5,869,037). Roth teaches delivering to a vascular system of an animal a 
biodegradable, biocompatible polymeric microparticles comprising biologically active molecules 
selected from the group consisting of growth factors, cytokines, angiogenesis factors, 
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immunosuppressant molecules, peptide fragments thereof and nucleic acid constructs capable of 
synthesizing these compounds, wherein restenosis has occurred following balloon angioplasty 
(abstract and columns 10 and 16-18). Roth teaches the limitation in instant claims 78 and 79 
(columns 10 and 16-18). The growth factors can be VEGF, bFGF, and PDGF and DNA 
encoding them (column 10). The biologically active molecules, which are immobilized on the 
polymeric microparticles can include proteins, nucleic acid molecules, carbohydrates, lipids and 
combinations thereof (column 9). Roth teaches the limitation in instant claim 67 (columns 3-4). 
Roth teaches the Umitation in instant claim 68 (column 1 1). Roth teaches the limitation in 
instant claims 69 and 84 (column 1 1). However, Roth does not specifically teach using a nucleic 
acid encoding an angiogenic agent and an angiogenic agent in the microparticles. 

However, at the time the invention was made, Crystal teaches composition comprising a 
viral vector comprising a nucleic acid encoding a VEGF polypeptide (column 1 1). Crystal 
teaches that the composition can be formulated into preparations in soUds (column 1 1). Crystal 
further teaches that the vector can be delivered with other means of stimulating angiogenesis 
such as treatment with other angiogenic growth factors (column 1 1). One of ordinary skill in the 
art understands that adenovirus provides an efficient means for transferring biological materials 
to target cells (columns 1 and 2). 

It would have been prima facie obvious to a person of ordinary skill in the art at the time 
the invention was made to combine the teaching of Roth taken with Crystal, namely to produce a 
medical device comprising a polymeric coating comprising a vector comprising a polynucleotide 
encoding an angiogenic agent and an angiogenic agent. One of ordinary skill in the art would 
have been motivated to combine the teaching to enhance the circulation where there has been 
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vascular occlusion. See also In re Kerkhoven, 626 ¥2d 846, 850, 205 USPQ 1069, 1072 (CCPA 
1980). 

In addition, it would have been prima facie obvious to a person of ordinary skill in the art 
at the time the invention was made to combine the teaching of Roth taken with Crystal, namely 
to use the medical device to treat restenosis in a patient. One of ordinary skill in the art would 
have been motivated to combine the teaching to deliver the agents in a controlled and sustained 
manner as exemplified by Roth (column 2), 

In addition, it would have been prima facie obvious to a person of ordinary skill in the art 
at the time the invention was made to combine the teaching of Roth taken with Crystal, namely 
to use an adenovirus in the medical device for treating a patient with restenosis. One of ordinary 
skill in the art would have been motivated to combine the teaching to improve the delivery of the 
nucleic acid to the cells of interest as exemplified by Crystal (columns 1 and 2). 

Therefore the invention as a whole would have been prima facie obvious to one ordinary 
skill in the art at the time the invention was made. 

Applicant's arguments filed 6/6/06 have been fully considered but they are not 
persuasive. 

In response to applicant's arguments against the references individually, one cannot show 
nonobviousness by attacking references individually where the rejections are based on 
combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re 
Merck & Co,, 800 F.2d 1091,231 USPQ 375 (Fed. Cir. 1986). This is the case here. The prior 
art teaches using a nucleic acid encoding an angiogenic agent (see Crystal) and an angiogenic 
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polypeptide (See Roth). See In re Kerkhoven, 626 F,2d 846, 850, 205 USPQ 1069, 1072 (CCPA 
1980). 

Claims 60, 62, 65, 66, 80, and 81 remain rejected under 35 U.S.C. 103(a) as being 
unpatentable over Roth et al. taken with Crystal et al. as applied to claims 60, 62, 65, 67, 68, 69, 
71, 72, 73, 75, 77-80, 82-84, 86, 87, 88, 90, and 91 above, in ftirther view of Branellec et al. (US 
Patent No. 5,851,521, cited on a previous PTO-892). 

However, Roth and Crystal do not specifically making and using a viral vector (AAV) to 
deliver the nucleic acid. 

However, at the time the invention was made, replication defective AAV viral vectors 
were well known to one of ordinary skill in the art for delivering nucleic acid to cells using a 
catheter and using micro-particles (e.g. polylactide) to deliver said nucleic acid (column 9, line 
60-column, line 67). Branellec teaches using AAV vectors comprising a protein in a method 
inhibiting restenosis in a mammal (abstract and column 7, lines 55-65). AAV vectors are able to 
infect a wide spectrum of cells without inducing any effect on cellular growth, morphology, or 
differentiation and they do not appear to be involved in human pathologies. 

It would have been prima facie obvious to a person of ordinary skill in the art at the time 
the invention was made to combine the teaching of Roth taken with Crystal in further view of 
Branellec, namely to produce the microparticle comprising a replication defective AAV vector. 
One of ordinary skill in the art would have been motivated to combine the teaching and make the 
microparticle comprising a replication defective AAV vector because AAV vectors are well 
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known to one of ordinary skill in the art to be non-pathogenic in vivo and infect a wide spectrum 
of cells without inducing any effect on cellular growth, morphology, or differentiation. 

In addition, it would have been prima facie obvious to a person of ordinary skill in the art 
at the time the invention was made to combine the teaching of Roth taken with Crystal in further 
view of Branellec, namely to use a replication defective AAV vector in the microparticle for 
delivering a genetic material to a mammal. One of ordinary skill in the art would have been 
motivated to combine the teaching and use the replication defective AAV in the method because 
AAV vectors are non-pathogenic in mammals and are well known to one of ordinary skill in the 
art for delivering a nucleic acid to a mammal with restenosis as exemplified by Branellec 
(column 7). 

Therefore the invention as a whole would have been prima facie obvious to one ordinary 
skill in the art at the time the invention was made. 

Applicant's arguments filed 6/6/06 have been fully considered but they are not persuasive 
because the argument was already addressed in the first 103 rejection. 

Claims 60, 62, 69, 70, 84, and 85 remain rejected under 35 U.S.C. 103(a) as being 
unpatentable Roth et al. taken with Crystal et al. as applied to claims 60, 62, 65, 67, 68, 69, 71, 
72, 73, 75, 77-80, 82-84, 86, 87, 88, 90, and 91 above, and further in view of with Donovan et al. 
(US 5,833,651, cited on a previous PTO-892). 

However, Roth and Crystal do not specifically making and using a metallic stent to 
deliver the vector and the angiogenic agent. 
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However, at the time the invention was made, Donovan teaches that metallic stents are 
well known to one of ordinary skill in the art for dehvering microparticles to an area of a 
mammal (columns 5-6). 

It would have been prima facie obvious to a person of ordinary skill in the art at the time 
the invention was made to combine the teaching of Roth taken with Crystal in further view of 
Donovan, to make a metallic stent comprising the microparticle. One of ordinary skill in the art 
would have been motivated to combine the teaching, as a matter of designer's choice, and make 
a metallic stent comprising the microparticle because metallic stents are well known to one of 
ordinary skill in the art for delivering a microparticle to an area of a mammal as exemplified by 
Donovan (columns 5-6). 

In addition, it would have been prima facie obvious to a person of ordinary skill in the art 
at the time the invention was made to combine the teaching of Roth taken with Crystal in further 
view of Donovan, namely to use a metallic stent for delivering the microparticle to an area of a 
mammal. One of ordinary skill in the art, as a matter of designer's choice, would have been 
motivated to combine the teaching and use a metallic stent in the method because metallic stents 
are well known to one of ordinary skill in the art for sustainable delivery of microparticles to an 
area of a mammal as exemplified by Donovan (columns 5-6). 

Therefore the invention as a whole would have been prima facie obvious to one ordinary 
skill in the art at the time the invention was made. 

Applicant's arguments with respect to claims 60 and 62 have been considered but are 
moot in view of the new ground(s) of rejection. 
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Applicant's arguments filed 6/6/06 have been fully considered but they are not persuasive 
because the argument was already addressed in the first 103 rejection. 

Claims 60, 62, 74, 76, and 89 remain rejected under 35 US.C. 103(a) as being 
unpatentable over Roth taken with Crystal as applied to claims 60, 62, 65, 67, 68, 69, 71, 72, 73, 
75, 77-80, 82-84, 86, 87, 88, 90, and 91 above, and further in view of Isner (US 5,652,225). 

However, Roth taken with Crystal do not specifically teach using PEGF and TGF alpha 
or TGF beta. 

However, at the time the invention was made, PEGF, TGF-alpha and TGF beta were 
known to one of ordinary skill in the art as angiogenic proteins as taught by Isner. See column 3. 

It would have been prima facie obvious to a person of ordinary skill in the art at the time 
the invention was made to combine the teaching of Roth and Crystal in fiarther view of Isner, 
namely to use PEGF in the method. One of ordinary skill in the art would have been motivated 
to combine the teaching because PEGF is a growth factor that can be used to induce angiogenesis 
in a patient. 

In addition, it would have been prima facie obvious to a person of ordinary skill in the art 
at the time the invention was made to combine the teaching of Roth and Crystal in further view 
of Isner, namely to use either TGF alpha or TGF beta in the method. One of ordinary skill in the 
art would have been motivated to combine the teaching because TGF alpha and TGF beta are 
growth factors that can be used to induce angiogenesis in a patient. 

Therefore the invention as a whole would have been prima facie obvious to one ordinary skill in 
the art at the time the invention was made. 
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Applicant's arguments filed 6/6/06 have been fially considered but they are not persuasive 
because the argument was already addressed in the first 103 rejection. 

Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a), 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Brian Whiteman whose telephone number is (571) 272-0764. 
The examiner can normally be reached on Monday through Friday from 7:00 to 4:00 (Eastern 
Standard Time), with alternating Fridays off. 

If attempts to reach the examiner by telephone are unsuccessftil, the examiner's 
supervisor, Peter Paras, SPE - Art Unit 1635, can be reached at (571) 272-4517. 

Papers related to this application may be submitted to Group 1600 by facsimile 
transmission. Papers should be faxed to Group 1600 via the PTO Fax Center. The faxing of 
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such papers must conform with the notice published in the Official Gazette, 1096 OG 30 
(November 15, 1989). The Fax Center number is (571)273-8300. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to (571) 272-0547. 
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